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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. 

Claims 1-5, 7-12, 14-19 and 21-45 are pending and under examination. 

35 USC §112 1 st paragraph rejection maintained 

The rejection of claims 1-5, 7-12, 14-19 for failing to comply with the enablement 
requirement is withdrawn in view of Applicants Declaration of March 13, 2009. 

NEW REJECTIONS: 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-5, 7-12, 14-19 and 21 -45 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a method for inhibiting 
the cancerous growth of a colon or breast cancer cell that expresses EphB4 comprising 
contacting the cell with an antibody that binds an EphB4 epitope located within residues 
200-400 of EphB4ll, inducing the death of a cancer cell and treating or preventing 
cancer in a subject comprising contacting the cells with an antibody to an epitope on 
EphB4, does not reasonably provide enablement for a method for inhibiting the 
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cancerous growth of a mammalian cell that expresses EphB4 comprising contacting the 
cell with an antibody that binds an EphB4 epitope located within residues 200-400 of 
EphB4, inducing the death of a cancer cell and treating cancer in a subject comprising 
contacting the cells with an antibody to an epitope on EphB4, wherein the EphB4 
epitope located within residues 200 - 400 of EphB4 (SEQ ID NO:1 ) but wherein the 
amino acid at residue 226 is Asn (N) instead of Asp (D) or preventing cancer in a 
mammalian subject comprising administering an antibody to an epitope located within 
residues 200-400 of EphB4. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make or use the 
invention commensurate in scope with these claims. 

The claims are drawn to a method for inhibiting the proliferation of a cancer cell, 
inducing the death of a cancer cell and treating or preventing cancer in a subject 
comprising contacting the cells with an antibody to an epitope on EphB4. The claims 
read on a method of preventing or treating cancer in a subject. 

The specification discloses that EphB4 expression was upregulated on colon and 
breast cancer cells. (Example 1) The specification also discloses that polyclonal 
antibodies to EphB4 induced cell death in breast and colon cancer cell lines. (Example 
3). The specification further discloses that cell death by the polyclonal antibodies is 
inhibited by specific EphB4peptides. (Fig 14). The specification does not disclose any 
in vivo studies on the treatment of cancer with antibodies to EphB4. 

Applicant's Declaration filed on March 13, 2009 discloses that a monoclonal 
antibody (AB-1 ) that binds to an epitope within residues 220-230 of SEQ ID NO:1 is as 
effective as doxorubicin in inhibiting tumor growth in a animal model for breast cancer in 
vivo, (paragraphs 11, 12, Figs 2 and 4). There was little difference between the effect of 
doxorubicin and the vehicle control on tumor growth. (Figs 1 and 2). 

One cannot extrapolate the teaching of the specification to the enablement of the 
claims because the specification does not provide examples or guidance for inhibiting 
the cancerous growth of a mammalian cell, other than a colon or breast cancer cell, that 
expresses EphB4 comprising contacting the cell with an antibody that binds an EphB4 
epitope. The specification only demonstrates inhibiting the cancerous growth of a colon 
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or breast cancer cell that expresses EphB4 comprising contacting the cell with an 

antibody that binds an EphB4 epitope. The specification does not provide a nexus 

between inhibiting the cancerous growth of any mammalian cell that expresses EphB4 

and the administration of an antibody that binds an EphB4 epitope to a patient. 

MPEP 2164.03 states that 

The amount of guidance or direction needed to enable the invention is 
inversely related to the amount of knowledge in the state of the art as well 
as the predictability in the art. In re Fisher, 427 F.2d 833, 839, 166 USPQ 
18, 24 (CCPA 1970). The "amount of guidance or direction" refers to that 
information in the application, as originally filed, that teaches exactly how 
to make or use the invention. 

MPEP 2164.03 further states that 



The "predictability or lack thereof in the art refers to the ability of one 
skilled in the art toextrapolate the disclosed or known results to the 
claimed invention. If one skilled in the art can readily anticipate the effect 
of a change within the subject matter to which the claimed invention 
pertains, then there is predictability in the art. On the other hand, if one 
skilled in the art cannot readily anticipate the effect of a change within the 
subject matter to which that claimed invention pertains, then there is lack 
of predictability in the art. Accordingly, what is known in the art provides 
evidence as to the question of predictability. ... 

The scope of the required enablement varies inversely with the degree of 
predictability involved, but even in unpredictable arts, a disclosure of every 
operable species is not required. A single embodiment may provide broad 
enablement in cases involving predictable factors, such as mechanical or 
electrical elements. In re Vickers, 141 F.2d 522, 526-27, 61 USPQ 122, 
127 (CCPA 1944); In re Cook, 439 F.2d 730, 734, 169 USPQ 298, 301 
(CCPA 1971). However, in applications directed to inventions in arts 
where the results are unpredictable, the disclosure of a single species 
usually does not provide an adequate basis to support generic claims. In 
re Soil, 97 F.2d 623, 624, 38 USPQ 189, 191 (CCPA 1938). In cases 
involving unpredictable factors, such as most chemical reactions and 
physiological activity, more may be required. In re Fisher, 427 F.2d 833, 
839, 166 USPQ 18, 24 (CCPA 1970) (contrasting mechanical and 
electrical elements with chemical reactions and physiological activity). See 
also In re Wright, 999 F.2d 1557, 1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 
1993); In re Vaeck, 947 F.2d 488, 496, 20 USPQ2d 1438, 1445 (Fed. Cir. 
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1991). This is because it is not obvious from the disclosure of one species, 
what other species will work. 

The claims of the instant application are not enabled because the teachings 
represent insufficient guidance and objective evidence to predictably enable the use of 
the claimed invention. Thus, the claims are not enabled for on a method of treating 
cancer in a subject. In particular, it is well known that the art of anti-cancer therapy is 
highly unpredictable, for example, Gura (Science, 1997, 278:1041-1042, cited 
previously) teaches that researchers face the problem of sifting through potential 
anticancer agents to find ones promising enough to make human clinical trials 
worthwhile and teach that since formal screening began in 1955, many thousands of 
drugs have shown activity in either cell or animal models that only 29 have actually 
been shown to be useful for chemotherapy (p. 1041 , see 1 st and 2 nd para.). 

In addition, the treatment of disease with antibodies in vivo is generally 
unpredictable. White et al (Annu Rev Med 52:125-145, 2001, cited previously) 
discloses that despite monoclonal antibody testing since the mid-1 900's only in the past 
three years have some monoclonal antibodies provided sufficient efficacy as therapeutic 
agents (see Abstract). According to White et al, "The use of monoclonal antibodies for 
the treatment of carcinoma and hematologic malignancies is an evolving field", (see 
Conclusion). White et al discloses that numerous obstacles must be overcome for 
successful immunotherapy. These include choice of target antigen, immunogenicity of 
the antibodies, length of half-life and ability to recruit effector functions and antibody 
manufacturing. 

Additionally, Young et al. (US Patent Application Pub. 20040180002, September 
15, 2004, cited previously) teach that there have been many clinical trials of monoclonal 
antibodies for solid tumors. In the 1980s there were at least 4 clinical trials for human 
breast cancer which produced only 1 responder from at least 47 patients using 
antibodies against specific antigens or based on tissue selectivity. Young et al. teach 
that It was not until 1998 that there was a successful clinical trial using a humanized 
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anti-her2 antibody in combination with cisplatin (para 0010 of the published 
application). The same was true in clinical trials investigating colorectal cancer with 
antibodies against glycoprotein and glycolipid targets, wherein the specification 
specifically teaches that "to date there has not been an antibody that has been effective 
for colorectal cancer. Likewise there have been equally poor results for lung, brain, 
ovarian, pancreatic, prostate and stomach cancers" (para 001 1 of the published 
application). Thus, it is clear that the art and the specification recognize that it could not 
be predicted, nor would it be expected that based only on the in vitro data presented in 
the specification and the in vivo date using an animal model for breast cancer that it 
would be more likely than not that the claimed antibody or variations of the antibody 
claimed could be effectively used for the treatment of any cancer. Although the tumor 
which was used to stimulate production of the claimed antibody clearly expresses the 
antigen, it is clear as set forth above, that it cannot be predicted, even when antigen is 
expressed that the claimed antibody would be effective for treating any cancer. 

It is apparent from the art that the treatment of cancer is unpredictable. As 
recently as 2007, Noren et al (Cancer Res, 2007, 67:3994-3997, cited previously) 
stated that it is unknown if EphB4 therapeutic will be effective in the treatment of cancer, 
(page 3007, 2 nd column). Noren et al disclose that the Eph receptors are present on 
most tissues, (page 3994, 1 st column). Upregulated expression of EphB4 has been 
reported in types of cancer (page 3994, 1 st column). Noren et al also states that the role 
of EphB4 in cancer is unknown and that more research is needed to resolve the many 
confusing and controversial issues, (page 3997, 2nd column). 

All of this underscores the criticality of providing workable examples. However, 
there is only one in vivo working examples for the treatment of breast cancer comprising 
administering an antibody to EphB4. The specification and Declaration provides 
insufficient guidance with regard to these issues which would provide guidance to one 
skilled in the art and no evidence has been provided which would allow one of skill in 
the art to predict that the invention will function as contemplated with a reasonable 
expectation of success. For the above reasons, undue experimentation would be 
required to practice the claimed invention. 



Application/Control Number: 10/528,029 
Art Unit: 1642 



Page 7 



Because of the known unpredictability of the art, in the absence of experimental 
evidence in appropriate animal models, with data commensurate in scope with the 
invention claimed, no one skilled in the art would accept the assertion that the claimed 
antibodies would be effective a method for inhibiting the cancerous growth of a 
mammalian cell that expresses EphB4 comprising contacting the cell with an antibody 
that binds an EphB4 based on the ability of the antibody to EphB4 to induce cell death 
of a breast cancer cell line and a colon cancer cell line in vitro and the ability of the 
antibody to EphB4 to reduce tumor growth in an in vivo model of breast cancer. 

Furthermore, one cannot extrapolate the teaching of the specification to the 
enablement of the claims because the specification does not provide examples or 
guidance for preventing cancer in a subject comprising contacting the cells with an 
antibody to an epitope on EphB4. The specification only demonstrates treating cancer 
in a subject comprising contacting the cells with an antibody to an epitope on EphB4.. 
The specification does not provide a nexus between the prevention of cancer in a 
subject and the administration of an antibody to an epitope on EphB4. 

With regards to the prevention of cancer in a mammal comprising administering 
an antibody, the specification does not disclose sufficient guidance or objective 
evidence that such antibodies would predictably prevent the formation of cancer cells in 
a mammal. The prevention of cancer, let alone the prevention of cancer with an 
antibody, is highly unpredictable. The majority of studies suggest that the essential 
element towards the validation of a preventive therapeutic is the ability to test the drug 
on subjects monitored in advance of clinical cancer and link those results with 
subsequent histological confirmation of the presence or absence of disease. Further, 
such studies require the appropriate experimental models for analyzing chemo- or 
immunoprevention. For example, Granziero et al. (Eur. J. Immunol. 1999, 29:1127- 
1 138, cited previously) teach that many models are not suitable for testing 
immunotherapeutic approaches intended to cure cancer. They suggest that the optimal 
model (prostate cancer, in their case) would have spontaneous tumor development in 
its natural location (1 st column, page 1 128) wherein disease progression would closely 
resemble the progression of the particular type of cancer. Hence, depending on the 
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type of model employed one could establish a reasonable link between antecedent drug 
and subsequent knowledge of the prevention of the disease. Further, reasonable 
guidance with respect to correlating agents that prevent cancer may depend upon 
quantitative analysis from defined populations that have been successfully pre-screened 
and are predisposed to particular types of cancer. This type of data might be derived 
from widespread genetic analysis, cancer clusters, or family histories. For example, 
Byers, T. (CA Journal, Vol. 49, No. 6, Nov/Dec. 1999, cited previously) teaches that 
randomized controlled trials are commonly regarded as the definitive study for proving 
causality (1 st col., p. 358), and that in controlled trials the random assignment of subjects 
to the intervention eliminates the problems of dietary recalls and controls the effects of 
both known and unknown confounding factors. Further, Byers suggests that chemo- 
preventitive trials be designed "long-term" such that testing occurs over many years (2 nd 
col., p. 359). The specification is devoid of any models or experimental analysis that 
reasonably suggests that the claimed method would predictably prevent the formation of 
tumors in a mammal. This, combined with the state of the art of preventing cancer, 
suggests that undue experimentation would be required to practice the invention as 
broadly claimed. 

In addition, one cannot extrapolate the teaching of the specification to the 
enablement of the claims because the specification does not provide examples or 
guidance for inhibiting the cancerous growth of a mammalian cell, that expresses 
EphB4 comprising contacting the cell with an antibody that binds an EphB4 epitope, 
wherein the EphB4 epitope located within residues 200-400 of EphB4 (SEQ ID NO:1) 
but wherein the amino acid at residue 226 is Asn (N) instead of Asp (D). The 
specification only demonstrates inhibiting the cancerous growth of a colon or breast 
cancer cell that expresses EphB4 comprising contacting the cell with an antibody that 
binds an EphB4 epitope wherein the EphB4 epitope located within residues 200 - 400 
of EphB4 (SEQ ID NO:1). The specification does not provide a nexus between 
inhibiting the cancerous growth of any mammalian cell that expresses EphB4 and the 
administration of an antibody that binds an EphB4 epitope wherein the EphB4 epitope 



Application/Control Number: 10/528,029 
Art Unit: 1642 



Page 9 



located within residues 200 - 400 of EphB4 (SEQ ID NO:1 ) but wherein the amino acid 
at residue 226 is Asn (N) instead of Asp (D). 

The specification discloses that antibodies to EphB4, that bind to an epitope 
within residues 220-230 of SEQ ID NO:1 , induced cell death in breast and colon cancer 
cell lines (Examples 3 and 6). Applicant's Declaration, filed on March 13, 2009, 
discloses that a monoclonal antibody (AB-1) that binds to an epitope within residues 
220-230 of SEQ ID NO:1 inhibits tumor growth in a animal model for breast cancer in 
vivo (paragraphs 11, 12, Figs 2 and 4). The specification does not disclose that an 
antibody that binds an EphB4 epitope wherein the EphB4 epitope located within 
residues 200 - 400 of EphB4 (SEQ ID NO:1 ) but wherein the amino acid at residue 226 
is Asn (N) instead of Asp (D) inhibits tumor growth either in vitro or in vivo. 

The state of the prior art is such that it is well established in the art that the 
substitution of one amino acid of a polypeptide with another amino acid changes the 
immunoreactivity of that polypeptide. For example, Lederman et al (Molecular 
Immunology 28:1171-1181, 1991) disclose that a single amino acid substitution in a 
common allele ablates binding of a monoclonal antibody (see entire document). Li et al 
(Proc. Natl. Acad. Sci., 1980, 77:3211-3214) disclose that dissociation of 
immunoreactivity from other activities when constructing analogs and demonstrated that 
the deletion of one amino acid abolished or reduced immunoreactivity (see entire 
document). 

The art teaches that a substitution of one amino acid abrogates the ability of an 
antibody to bind to its epitope. Thus, many antibodies that bind to an EphB4 epitope 
located within residues 220 - 230 of EphB4 (SEQ ID NO:1 would not bind to an EphB4 
epitope located within residues 200 - 400 of EphB4 (SEQ ID NO:1) but wherein the 
amino acid at residue 226 is Asn (N) instead of Asp (D). As such, one of skill in the art 
would not know how to use the claimed antibody. There if no disclosure in the 
specification on the use of an antibody that binds to an EphB4 epitope located within 
residues 200 - 400 of EphB4 (SEQ ID NO:1) but wherein the amino acid at residue 226 
is Asn (N) instead of Asp (D).. The specification provides insufficient evidence or 
nexus that would lead the skilled artisan to predict the ability of using antibodies that 
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bind to a polypeptide with 95% sequence identity to the polypeptide of SEQ ID NO:4 or 
antibodies that bind to a polypeptide with 95% sequence identity to the polypeptide of 
SEQ ID NO:6. 

Given the disclosure of the specification and the teaching in the art that indicates 
the abrogation of an antibody to bind its ligand by a single amino acid substitution, one 
skilled in the art could not predictably use an antibody that binds an EphB4 epitope 
wherein the EphB4 epitope located within residues 200-400 of EphB4 (SEQ ID NO:1) 
but wherein the amino acid at residue 226 is Asn (N) instead of Asp (D). 

Therefore, in view of the breadth of the claims, lack of guidance in the 
specification, the absence of working examples, and the state of the art, it would require 
undue experimentation for one skilled in the art to practice the invention as broadly 
claimed. 

Applicant asserts that Dr. Stephenson's Declaration establishes that the 
specification is enabled for the claimed invention and that the information contained in 
the disclosure of the specification is sufficient to inform those skilled in the relevant art 
how to both make and use the claimed invention in a manner that satisfies the 
requirements of 35 U.S.C. § 1 12, first paragraph for enablement. Applicant argue that 
the fact that experimentation may be complex does not necessarily make it undue, if the 
art typically engages in such experimentation. In re Certain Limited-Charge Cell Culture 
Microcarriers, In re Wands. Applicant argues that as long as the specification discloses 
at least one method for making and using the claimed invention that bears a reasonable 
correlation to the entire scope of the claim, then the enablement requirement of 35 
U.S.C. §1 12 is satisfied. In re Fisher. Applicant argues that the specification disclosure, 
which contains a teaching of the manner and process of making and using an invention 
in terms which correspond in scope to those used in describing and defining the subject 
matter sought to be patented, must be taken as being in compliance with the 
enablement requirement of 35 U.S.C. § 112, first paragraph, unless there is a reason to 
doubt the objective truth of the statements contained therein which must be relied on for 
enabling support. Applicant argues that it is incumbent upon the Office, whenever a 
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rejection on this basis is made, to explain why it doubts the truth or accuracy of any 
statement in a supporting disclosure and to back up assertions of its own with 
acceptable evidence or reasoning which is inconsistent with the contested statement. 
Applicant also argues that 35 U.S.C. § 112 requires the specification to be enabling only 
to a person "skilled in the art to which it pertains, or with which it is most nearly 
connected." The specification need not disclose what is well-known to those skilled in 
the art and preferably omits that which is well-known to those skilled and already 
available to the public. Applicant argues that it is not necessary that every permutation 
within a generally operably invention be effective in order to an inventor to obtain a 
generic claim, provided that that effect is sufficiently demonstrated to characterize a 
generic invention. 

Applicant's arguments have been considered but are not persuasive. In 
response to Applicant's argument's that as long as the specification discloses at least 
one method for making and using the claimed invention that bears a reasonable 
correlation to the entire scope of the claim, then the enablement requirement of 35 
U.S.C. §1 1 2 is satisfied. However, as previously stated the treatment of cancer with 
antibodies is very unpredictable. The disclosure that an antibody to EphB4 inhibits 
tumor growth in an animal model for breast cancer and the ability of an antibody to 
cause cell death in breast and colon cancer cell line in vitro is not sufficient to enable 
the claims of the present invention, as broadly written. 

MPEP 21 64.08(b) states that 

The presence of inoperative embodiments within the scope of a claim 
does not necessarily render a claim nonenabled. The standard is whether 
a skilled person could determine which embodiments that were conceived, 
but not yet made, would be inoperative or operative with expenditure of no 
more effort than is normally required in the art. Atlas Powder Co. v. E.I. du 
Pont de Nemours & Co., 750 F.2d 1569, 1577, 224 USPQ 409, 414 (Fed. 
Cir. 1984) (prophetic examples do not make the disclosure nonenabling). 
Although, typically, inoperative embodiments are excluded by language in 
a claim (e.g., preamble), the scope of the claim may still not be enabled 
where undue experimentation is involved in determining those 
embodiments that are operable. A disclosure of a large number of 
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operable embodiments and the identification of a single inoperative 
embodiment did not render a claim broader than the enabled scope 
because undue experimentation was not involved in determining those 
embodiments that were operable. In re Angstadt, 537 F.2d 498, 502-503, 
190 USPQ 214, 218 (CCPA 1976). However, claims reading on 
significant numbers of inoperative embodiments would render claims 
nonenabled when the specification does not clearly identify the operative 
embodiments and undue experimentation is involved in determining those 
that are operative. 

Applicants have only demonstrated that a few cancer cell lines overexpress 
EphB4 in addition to the disclosure that an antibody to EphB4 inhibits tumor growth in 
an animal model for breast cancer in vivo and the ability of an antibody to cause cell 
death in breast and colon cancer cell line in vitro. Furthermore, as recently as 2007, 
Noren et al stated that it is unknown if EphB4 therapeutic will be effective in the 
treatment of cancer. Noren et al also states that the role of EphB4 in cancer is 
unknown and that more research is needed to resolve the many confusing and 
controversial issues. 

The amount of guidance or direction needed to enable the invention is inversely 
related to the amount of knowledge in the state of the art as well as the predictability in 
the art.' In re Fisher , 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). The "amount 
of guidance or direction" refers to that information in the application, as originally filed, 
that teaches exactly how to make or use the invention. The more that is known in the 
prior art about the nature of the invention, how to make, and how to use the invention, 
and the more predictable the art is, the less information needs to be explicitly stated in 
the specification. In contrast, if little is known in the prior art about the nature of the 
invention and the art is unpredictable, the specification would need more detail as to 
how to make and use the invention in order to be enabling (MPEP 2164.03)." The 
MPEP also states that physiological activity can be considered inherently unpredictable. 

In response to Applicant argument that it is not necessary that every permutation 
within a generally operably invention be effective in order to an inventor to obtain a 
generic claim, provided that that effect is sufficiently demonstrated to characterize a 
generic invention, one of ordinary skill in the art would not conclude that the treatment of 
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one type of cancer in vivo with an antibody would sufficiently enable claims reading on 
significant numbers of inoperative embodiments and when the specification does not 
clearly identify the operative embodiments and where undue experimentation would be 
involved in determining those embodiments that are operative. 

Claim 40 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. THIS IS A NEW MATTER REJECTION. 

Claims 40 is drawn to a method for inhibiting the cancerous growth of a 
mammalian cell that expresses EphB4 comprising contacting the cell with an antibody 
that binds an EphB4 epitope located within residues 200-400 of EphB4ll, inducing the 
death of a cancer cell and treating or preventing cancer in a subject comprising 
contacting the cells with an antibody to an epitope on EphB4, wherein the amino acid 
sequence of said cell's EphB4 comprises that of amino acids 1 6-987 of SEQ ID NO:1 . 
Applicant points to Figure 8 and SEQ ID NO:1 as well as page 6 line 5 and page 9 line 4 
for support. However, none of these citation lend support for a sequence of amino 
acids consisting of amino acids 1 6-987 of SEQ ID NO:1 . 

Summary 

Claims 1-5, 7-12, 14-19 and 21 stand rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mark Halvorson, PhD whose telephone number is (571) 
272-6539. The examiner can normally be reached on Monday through Friday from 
8:30am to 5 pm. If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Larry Helms, can be reached at (571) 272-0832. The fax phone 
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number for this Art Unit is (571 ) 273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Mark Halvorson/ 
Examiner, Art Unit 1642 



